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CJLAIMS 



What we claim is: 



1. 



A compound of fonnula (I) 



5 




or a salt, ester or prodrug thereof; 
where: 

XisOorNR^ 

is hydrogen or Ci-4alkyl; 
10 is hydrogen, halo, or -X^R^^; 

is a direct bond, -CH2=CH2-, -0-, -NH-, -N(Ci-6alkyl)-, -C(0)<, -C(0)0-, -0C(0)-, 
.NHC(O)-, -N(Ci^alkyl)C(0)-, -C(0)NH- or -C(0)N(Ci.6alkyl)s 

R^^ is hydrogen, or a group selected from Ci-ealkyl, Ca^alkenyl, Ca-ealkynyl, Ca^cycloalkyl, 
Cs^cycloalkenyl, heterocyclyl, heterocyclylCi-4alkyl, heterocyclylC2M4alkenyl and 
15 heterocyclylC2-4alkynyl which group is optionally substituted by 1 or 2 substituents 
independently selected from halo, hydroxy, Ci^alkoxy, hydroxyCi^alkyl, -NR^*°, 
-C(0)R^ -C(0)NR^^® and -CCOPR^; 
R^ is hydrogen, halo, nitro, cyano or -X^R*^; 

X^ is a direct bond, -0-, -NH-, -N(Ci.6alkyl)-, -0C(0)- or -C(0)Os 
20 R^^ is hydrogen, or a group selected from Ci^alkyl, C2.6alkenyl, C2-6alkynyl, Ca-ecycloalkyl, 
C3-6cycloalkenyl, aryl, arylCi-4alkyl, arylC2^alkenyl, arylC2^alkynyl, heterocyclyl, 
heterocyclylCi-4alkyl, heterocyclylC2^alkenyl and heterocyclylC2^alkynyl, which group is 
optionally substituted by 1, 2 or 3 substituents selected from halo, hydroxy, Ci^alkyl, Ci. 
4alkoxy, -NR*^R^^ -NHC(0)NR^^R^^, -C(0)R^^ and -C(0)OR*^ 
25 R^ is hydrogen, halo or -X^R^^ 
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is a direct bond, -CH2=CH2-, -0-, -NH-, -N(Ci^alkyl)-., -C(0)-, -C(0)0-, -00(0)-, - 
NHC(O)-, -N(Ci^alkyl)C(0)-, -C(0)NH- or -C(0)N(Ci.6alkyl)-; 

R^^ is hydrogen or a group selected from Ci.6alkyl, C2-6alkenyl, Ca-ealkynyl, C3-6cycloalkyl, 
C3.6cycloalkenyl, aryl, arylCi-4alkyl, arylC2-4alkenyl, arylC2^alkynyl, heterocyclyl, 
5 heterocyclylCi-4alkyl, heterocyclylC2^alkenyl and heterocyclylC2-4alkynyl which group is 
optionally substituted by 1 or 2 substituents independently selected from -NR^R^, - 
C(0)NR^R^, halo, hydroxy, Ci^alkyl, Ci^alkoxy, hydroxyC^alkyl, hydroxyCi- 
4al](ylcarbonyl, Ci^alkylcarbonyl, aniinoCi^alkylcarbonyl, Ci^alkylaminoCi^alkylcarbonyl 
and bis(Ci^alkyl)aminoCi^alkylcarbonyl; 

10 R^ and R* are independently selected from hydrogen, heterocyclyl, heterocyclylCi.4alkyl, Ci- 
4alkylheterocyclylCi^alkyl, Ci^ealkyl, hydroxyCi^alkyl, Ci^alkoxyCi-isalkyl, C3.6cycloalkyl, 
C3.6cycloalkylCi-4alkyl, hydroxyCs-ecycloalkyl, hydroxyCi^alkylCs-ecycloalkyl, hydroxyC3- 
6cycloalkylCi-4alkyl, hydroxyCi-4alkylC3-6cycloalkylCi^alkyl, Ci^alkoxyC3-6cycloalkyl, Ci. 
4alkoxyC3^cycloalkylCi^aIkyl, haloCi^alkyl, haloCs^cycloalkyl, haloCs^cycloalkylCi^alkyl, 

15 C2^alkenyl, C2-6alkynyl, cyanoCi^alkyl, aminoCi-6alkyl, Ci-4alkylaminoCi^alkyl, bis(Ci- 
4alkyl)aminoCi^alkyl, hydroxyCi-4alkoxyCi^aIkyl, hydroxyCi^alkylcarbonyl, Ci. 
4alkylcarbonyl, aminoCi^alkylcaifoonyl, Ci^alkylaminoCi^alkylcarbonyl and bis(Ci. 
4alkyl)aminoCi-4alkylcarbonyl; 

or R^ and R^ together with the nitrogen to which they are attached form a heterocyclic ring 
20 which ring is monocycUc or bicyclic and comprises 4 to 7 ring atomis of which one is nitrogen 
and of which another is optionally selected from N, NH, O, S, SO and SO2, and which ring is 
optionally substituted on carbon or nitrogen by 1 or 2 substituents independently selected from 
Ci^alkyl, hydroxy, Ci^alkoxy, hydroxyCi^alkyl, Ci-4alkoxyCi^allcyl, hydroxyCi-4alkoxyCi- 
4alkyl,.Ci-4alkoxyCi^alkoxy, hydroxyCi^alkylcaibonyl, Ci^alkylcarbonyl, aminoCi. 
25 4alkylcarbonyl, Ci^alkylaminoCi^alkylcaibonyl and bis(Ci^alkyl)aminoCi^alkylcarbonyl, 
and where a ring -CH2- is optionally replaced with -C(0)-; 
R"* is selected from hydrogen, halo or — X*R^^; 
X"* is a direct bond, -0-, -NH- or -N(Ci.6alkyl)-; 
R^"* is selected from hydrogen, Ci-ealkyl, C2.6alkenyl and C2-6alkynyl; 
30 R^ is aryl or heteroaryl optionally substituted by 1, 2 or 3 substituents independently selected 
from halo, hydroxy, cyano, nitro, amino, Ci^alkylamino, bis(CMalkyl)amino, Ci-4alkyl, C2- 
4alkenyl, C2uialkynyl, Ci^alkoxy, -CONHR^^, -NHCOR^^ -SR", -S(0)R^^ and -S(0)0R"; 
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R', R*", R" and R** are indepraidently selected firom hydrogen, Ci^alkyl, Cs^cycloalkyl, C3. 
ecycloalkylCi^alkyl, hydroxyCi^alkyl, haloCi^jalkyl, aminoCmialkyl, CiwjalkylaminoCi^alkyl 
and bis(Ciwtalkyl)aminoCi^alkyl; 

or R' and R** together with the nitrogen to which they are attached form a heterocyclic ring 
5 which ring is monocyclic or bicycUc and comprises 4 to 7 ring atoms of which one is nitrogen 
and of which another is optionally selected from N, NH, O, S, SO and SO2, and which ring is 
optionally substituted on carbon or nitrogen by 1 or 2 substituonts independently selected from 
Ci.4alkyl, hydroxy, CMalkoxy, hydroxyCi^alkyl, CwalkoxyCi.4alkyl, hydroxyCi^alkoxyCi. 
4alkyl, CMalkoxyCi^alkoxy, hydroxyCMalkylcarbonyl, Ci^alkylcarbonyl, aminoCi. 
10 4alkylcarbonyl, CMalkylaminoCi^talkylcarbonyl and bis(Ci^all5yl)aminoCMalkylcarbonyl, 
and where a ring -CH2- is optionally replaced with -C(0)-; 

R*"^ and R*' are independently selected from hydrogen, Ci^alkyl, Ca-ecycloalkyl, C2^alkenyl 
and C2-4alkynyl; 

R^' is hydrogen, hydroxyC,^alkyl, -C(0)R^°, -C(0)0R2°, -CONR^'^R^S -NHC(0)R^ or - 
15 NHC(0)0R^°; 

R^* are R^* are independently selected from hydrogen, Ci^alkyl and aryl. 
2, A compound of formula (lA) 




20 or salt or ester thereof 

where X, X\ X^, X^, R*. and R^' are as defined in relation to formula (I) and 
R^' is hydrogen, halo, or -X'r"*; 

R^*' is hydrogen, phosphonooxy or a group selected from Ci^alkyl, Ca^alkenyl, Ca^alkynyl, 
Ca^jcycloalkyl, Ca-ecycloalkenyl, heterocyclyl, heterocyclylCi.4alkyl, heterocyclylC2^alkenyl 
25 and heterocyclylC2-4alkynyl which group is optionally substituted by a substituent selected 
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from halo, hydroxy, phosphonooxy, Ci-4alkoxy, hydroxyCMalkyl, phosphonooxyCi^alkyl, - 
NR^ R^^', -C(0)R^', -C(0)NR^ R^^' and -C(0)OR^'; 
R^' is hydrogen, halo, nitro, cyano or -X^R^^'; 

R^^' is hydrogen, phosphonooxy or a group selected from Ci-ealkyl, C2-6alkenyl, C2-6alkynyl, 
5 Cs^cycloalkyl, Ca^cycloalkenyl, aryl, arylCi-4alkyl, arylC2-4alkenyl, arylC2^alkynyl, 
heterocyclyl, heterocyclylCi^alkyl, heterocyclylC2-4alkenyl and heterocyclylC2^alkynyl, 
which group is optionally substituted by 1, 2 or 3 substituents selected from halo, hydroxy, 
phosphonooxy, d^alkyl, Ci-4alkoxy, ~NR^^^^ -NHC(0)NR*^R^^ -C(0)R^^ and -C(0)OR^^ 
R^' is hydrogen, halo or-X^R^^*; 

10 R^^' is hydrogen, phosphonooxy or a group selected from Ci^alkyl, C2-6alkenyl, C2^alkynyl, 
Cs^cycloalkyl, Cs^cycloalkenyl, aryl, arylCi.4alkyl, arylC2^alkenyl, arylC2-4alkynyl, 
heterocyclyl, heterocyclylCi^alkyl, heterocyclylC2-4aIkenyl and heterocyclylC2-4alkynyl which 
group is optionally substituted by 1 or 2 substituents independently selected from -NR^ R^ , - 
C(0)NR^'R^ , halo, hydroxy, phosphonooxy, Ci^alkyl, Ci-4alkoxy, hydroxyCi-4alkyl, 

15 phosponooxyCi^alkyl, hydroxyCi^alkylcarbonyl, phosphonooxyCi-4alkylcarbonyl, Ci. 
4alkylcarbonyl, aminoCi^alkylcarbonyl, Ci^alkylaminoCi^alkylcarbonyl and bis(Ci. 
4alkyl)anunoCi^alkylcarbonyl; 

R'^' andR*' are independently selected from hydrogen, heterocyclyl, heterocyclylCi^alkyl, Ci- 
4alkylheterocyclylCi.4allcyl, Ci^jalkyl, hydroxyCi^alkyl, phosphonooxyCi-ealkyl, Ci- 

20 4alkoxyCi.6alkyl, Cs-ecycloalkyl, Cs^ecycloalkylCi^alkyl, hydroxyCa-ecycloalkyl, 

phosphonooxyC3-6cycloalkyl, hydroxyCi^alkylCs^cycloalkyl, phosphonooxyCi^alkylCa- 
6cycloalkyl, hydroxyC3-6cycloalkylCi-4alkyl, phosphonooxyCa-ecycloalkylCi^alkyl, 
hydroxyCi^alkylCa^cycloalkylCi^alkyl, phosphonooxyCi^alkylC3-6cycloalkylCi-4alkyl, Ci, 
4alkoxyC3^ycloallcyl, Ci-4alkoxyC3-6cycloalkylCi-4allg^l, haloCi^$alkyl, haloC3^cycloalkyl, 

25 haloC3^ycloalkylCi-4alkyl, C2-6alkenyl, C2.6alkynyl, cyanoCi^alkyl, anodnoCi^alkyl, Ci. 
4alkylaminoCi^alkyl, bis(Ci^alkyl)aminoCi^all^l, hydroxyCi^alkoxyCi-4alkyl, 
phosphonooxyCi^alkoxyCi^alkyl, hydroxyCi^alkylcarbonyl, phosphonooxyCi. 
4alkylcarbonyl, Ci^alkylcarbonyl, aminoCi-4alkylcarbonyl, Ci-4alkylaimnoCi-4alkylcarbonyl 
and bis(Ci^alkyl)aminoCi^alkylcarbonyl; 

30 or R^' and R^' together with the nitrogen to which they are attached form a heterocyclic ring 
which ring is monocyclic or bicyclic and comprises 4 to 7 ring atoms of which one is nitrogen 
and of which another is optionally selected from N, NEI, O, S, SO and SO2, and which ring is 



wo 2004/094410 



PCT/GB2004/001614 



-272- 

optionally substituted on carbon or nitrogen by 1 or 2 substituents independently selected from 
Ci^alkyl, hydroxy, phosphonooxy, Ci^alkoxy, hydroxyCi-4alkyl, phosphonooxyCMalkyl, Ci. 
4alkoxyCi^alkyl, hydroxyCi^alkoxyCi^alkyl, phosphonooxyCi-4alkoxyCi-4alkyl, Ci. 
4alkoxyCiu^alkoxy, hydroxyCi^alkylcarbonyl, phosphonooxyCi-4alkylcarbonyl, Ci. 
4alkylcarbonyl, aminoCi^alkylcarbonyl, Ci^alkylaminoCMalkylcarbonyl and bis(Ci- 
4alkyl)aniinoCi^aIlqrlcarbonyl, and where a ring -CH2- is optionally replaced with -C(0)-; 
R^', R^^', R*^' and R*^' are independently selected from hydrogen, Ci^alkyl, Ca-ecycloalkyl, 
Cs-ecycloalkylCi-aalkyl, hydroxyCi^alkyl, phosphonooxyCi-aalkyl, haloCi^alkyl, aminoCi. 
6alkyl, Ci-6alkylaminoCi^alkyl and bis(Ci-6alkyl)aminoCi-6alkyl; 

or R^' and R^^' together with the nitrogen to which they are attached form a heterocyclic ring 
which ring is monocyclic or bicycHc and comprises 4 to 7 ring atoms of which one is nitrogen 
and of which another is optionally selected from N, NH, O, S, SO and SO2, and which ring is 
optionally substituted on carbon or nitrogen by 1 or 2 substituents independently selected from 
Ci^alfcyl, hydroxy, phosphonooxy, Ci-4alkoxy, hydroxyCi^alkyl, phosphonooxyCi^alkyl, Ci- 
4alkoxyCi^aIkyl, hydroxyCi-4alkoxyCi^alkyl, phosphonooxyCi^alkoxyCi^alkyl, Ci. 
4alkoxyCi^alkoxy, hydroxyCi-4alkylcarbonyl, phosphonooxyCi^ialkylcarbonyl, Ci- 
4alkylcarbonyl, aminoCi^alkylcarbonyl, Ci^alkylaminoCi^alkylcarbonyl and bis(Ci. 
4alkyl)aminoCi-4alkylcarbonyl, and where a ring -CH2- is optionally replaced with -C(0)-; 
provided that a compound of formula (lA) contains at least one phosphonooxy group. 

3. A compound according to claim 2 containing only one phosphonooxy group. 

4. A compound according to claim 1 wherein is hydrogen, halo or -OR*^ and 
R^^ is hydrogen or a group selected from Ci^alkyl, heterocyclyl and heterocyclylCi-4alkyl, 
which group is optionally substituted by a substituent selected from hydroxy, Ciu^alkoxy, 
hydroxyCi-4alkyl, hydroxyCi-4alkylcarbonyl, aminoCi^alkylcarbonyl, Ci-4alkylaminoCi- 
4alkylcarbonyl and bis(Ci^alkyl)aminoCi^alkylcarbonyL 

5. A compound according to claim 1 wherein is hydrogen, halo, -OR^^ or -OC(0)R^^ 
and R^^ is hydrogen or a group selected from Ci^alkyl, aryl, heterocyclyl and heterocyclylCi. 
4alkyl which group is optionally substituted by a substituent selected from Ci^alkyl and Ci. 
4alkoxy. 
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6. A compound according to claim 1 wherein is hydro^n or -X^R" and R" is 
hydrogen, methyl, ethyl, propyl, heterocyclyl, heterocyclyhnethyl, heterocyclylethyl or 
heterocyclylpropyl which methyl, ethyl or propyl are optionally substituted by -NR R , - 

5 C(0)NR^R^ or 1 or 2 halo, hydroxy or Ci-4alkoxy substituents and which heterocyclylmethyl, 
heterocyclylethyl or heterocyclylpropyl are optionally substituted on heterocyclyl by hydroxy, 
CMalkyl, hydroxyCi-taUcyl or hydroxyCi-^alkylcarbonyl. 

7. A compound according to claim 6 wheran R^ and r' are independently selected from 
10 hydrogen, heterocyclyl, heterocyclylCi.4alkyl, Ci-4alkylheterocyclylCi^alkyl, Ci^$alkyl, 

hydroxyCi^alkyl, Ci-4alkoxyCi^alkyl, Cs-ecycloalkyl, C^ecycloalkylCi^alkyl, hydroxyCa. 
ecycloalkyl, hydroxyCi-4alkylC3^cycloalkyl, haloCi^alkyl, C2^alkenyl, C2^alkynyl, cyanoCi- 
4alkyl, aminoCi^alkyl, Ci^alkylaminoCi^alkyl, bis(Ci^allcyl)aminoCi^alkyl, hydroxyCi. 
4alkoxyCi^alkyl and hydroxyCi^alkylcarbonyl; or R'' and R^ together with the nitrogen to 

15 which they are attached form a heterocyclic ring selected from azetidine, pyrrolidine, 
piperidine, morpholine, piperazine, diazq)ane, 1,4-diazepane and azabicyclo[3.1.0]hexane 
which ring is optionally substituted on carbon or nitro^ by 1 or 2 substituents 
independently selected from Ci^aUcyl, hydroxy, hydroxyCi^taUqrl, CiwtalkoxyCi^alkyl, 
hydroxyCi^alkoxyCi^alkyl, Ci^alkylcarbonyl and hydroxyCi^allq^lcarbonyl, and where a 

20 ring -CH.2- is optionally replaced with -C(0)-. 

8. A compound according to claim 2 wherein R^' is hydrogen, halo or -OR*^ and 
R"' is hydrogen, phosphonooxy or a group selected from Ci-^alkyl, heterocyclyl and 
heterocyclylCi^talkyl, which group is optionally substituted by a substituent selected from 

25 hydroxy, phosphonooxy, Cwalkoxy, hydroxyCi^alkyl, phosphonooxyCi-ialkyl, hydroxyCi. 
4allqrlcarbonyl, phosphonooxyCi^alkylcarbonyl, aminoCi.4alkylcarbonyl, Ci^alfcylaminoCi. 
4alkylcarbonyl and bis(Ci.4alkyl)aminoCiwtalkylcaibonyl. 

9. A compound according to claim 2 wherein R^' is hydrogen, halo, -OR^^ or - 

30 OC(0)R^^' and R*^' is hydrogen, phosphonooxy or a group selected from Ci^alkyl, aryl, 
heterocyclyl and heterocyclylCiujalkyl which group is optionally substituted by a substituent 
selected from Q^alkyl and Ci^alkoxy. 
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10. A compound according to claim 2 wherein R^' is hydrogen, phosponooxy or -X^" 
and R"' is hydrogen or a group selected from Ci^alkyl, aryl, arylCi^alkyl, heterocyclyl and 
heterocyclylCi^alkyl, which group is optionally substituted by 1 or 2 substituents 

5 independently selected from -NR^ R^', -C(0)NR'''R*', halo, hydroxy, phosphonooxy, Ci. 
4alkyl, Ciwialkoxy, hydroxyCi^alkyl, phosphonooxyCi^jalkyl, hydroxyCi^alkylcarbonyl, 
phosphonooxyCi^alkylcarbonyl and Ci-ialkylcarbonyl. 

11. A compound according to claim 10 wherein R'* and R*' are independently selected 
10 from hydrogen, heterocyclyl, heterocyclylCi^alkyl, Ci^alkylheterocyclylCwalkyl, Ci-ealkyl, 

hydroxyCi-ealkyl, phosphonooxyCi^alkyl, Ci.4alkoxyCx^alkyl, Cs-ecycloalkyl, C3. 
ecycloalkylCiw^allcyl, hydroxyCs-ecycloalkyl, phosphonooxyCa-ecycloalkyl, hydroxyCi. 
4allQ'lC3^cycloalkyl, phosphonooxyCi-4alkylC3^cycloalkyl, haloCi^alkyl, C2^alkenyl, d- 
4alkynyl, cyanoCiujalkyl, aminoCi^alkyl, bis(Ci^allcyl)aminoCi.4alkyl, hydroxyCi^alkoxyCi- 

15 4alkyl, phosphonooxyCi^alkoxyCMalkyl, hydroxyCi^alkylcarbonyl and phosphonooxyCi- 
4alkylcarbonyl; or R^* and R** together with the nitrogen to which they are attached form a 
heterocyclic ring selected from azetidine, pyrrolidine, piperidine, morpholine, pipaazine, 
diazepane, 1,4-diazepane and azabicyclo[3.1.0]hexane which ting is optionally substituted on 
carbon or nitrogen by 1 or 2 substituents independently selected from Ci.4alkyl, hydroxy, 

20 phosphonooxy, hydroxyCi^alkyl, phosphonooxyCi^alkyl, Ci^alkoxyCi^alkyl, hydroxyCi. 
4alkoxyCi^alkyl, phosphonooxyCi-4alkoxyCi^alkyl, Ci^alkylcarbonyl, hydroxyCi. 
4alkylcarbonyl and phosphonooxyCi^alkylcarbonyl, and where a ring -CH2- is optionally 
replaced with -C(0)-. 

25 12. Acompoundsaccordingtoanyoneof the preceding claims wherein X is NH. 

13. A compound according to any one of the preceding claims wherein R* is hydrogen. 

14. A compound according to any one of ttie preceding claims wherein R^ is aryl 
30 optionally substituted by 1 or 2 halo. 
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15. A compound according to any one of the preceding claims wherein R^^ is hydrogen, 
hydroxycarbonyl, ethoxycarbonyl, aminocarbonyl and acetylamino. 

16. A compound of formula (J) selected from: 

5 2-(4-{ [7-(3-cMoropropoxy)-6-methoxyquinazoUn-4~yl]amino}-l//-pyrazol-l-yl)-^^ 
fluorophenyl)acetanaide; 

2-(4-{[7-(3-chloropropoxy)quinazoHn-4-yl]amino}-lH-pyra2ol-l-yl)-i^^ 
difluorophenyl)acetamide; 

2-(4-{[7-(3-cMoropropoxy)-6-methoxyquinazolin-4-yl]amino}-lH-pyrazol^ 
10 difluorophenyl)acetan3ide; 

2.(4-{[7-(3-chloropropoxy)quinazolin-4-yl]amino}-lH-pyrazol-l-^^^^ 
fluorophenyl)acetamide; 

2-(4- { [7-(2~chloroethoxy)quinazolin-4-yl]amino } -l//-pyrazoH-yl)-iV-(2,3- 
difluorophenyl)acetaniide; 
15 2-(4-{ [7K2-cMoroethoxy)-6-methoxyquinazoUn-4-yl]amino}-li/-pyrazol-l-yl)-^^ 
difluorophenyl)acetamide; 

iV-(23-difluorophenyl)-2-(4-{[7-(2,2-dimethoxyethoxy)quinazoUn-4-yl]a^ 
yl)acetamide; 

4-{[7-(3K:Moropropoxy)-6-methoxyquinazoUn-4-yl]amino}-l-{2-[(3-fluorophenyl)^ 
20 oxoethyl}-liy-pyrazole-3-carboxamide; 

ethyl 4-{[7-(3-chloropropoxy)quinazoUn-4-yl]anadno}-l-{2-[(3-fluorophenyl)aniino]-^^ 
oxoethyl } - li?-pyrazole-3-carboxylate; 

2-(3-(acetylamino)-4-{[7-(3-cWoropropoxy)quinazolin-4-yl]anuno}-lH-py^ 
fluorophenyl)acetamide; 
25 iV^(23-difluorophenyl)-2-[4-(quina2oUn-4-ylaniino)-lH-pyrazol-l-yl]ace^^ 
2-(4-{[7-(3-cWoropropoxy)-5-isopropoxyquinazoUn-4-yl]amino}-lH-pyrazol-l-^^^ 
difluorophenyl)acetamide; 

2-(4-{[7K3-cMoropropoxy)-5-methoxyquinazoUn-4-yl]amino}-lJ?-pyrazol-l-yl)-^^ 
difluorophenyl)acetamide; 
30 2-(4-{ [7-(3-chloropropoxy)-6-fluoroquinazolin-4-yl]amino } -li^-pyrazol-l-yl)"iV-(2,3- 
difluorophenyl)acetamide; 
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2-(4-{[7-(3-cMoropropoxy)-6-fluoroquinazoUn-4-yl]ai]aino}-lH-^ 
fluorophenyl)acetaimde; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[(25)-2-(hydroxymethyl)pyrroU 
me11ioxyqiiinazoUn-4-yl)aiiiino]- 1/f-pyrazol-l-yl } acetamide; 
iV-(3-fluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(isobutyl)amin^ 
melhoxyquinazolin-4-yl)aimno]-lJy-pyrazol«l-yl}acetam 
Ar-(3-fluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(propyl)aimno]pr^^ 
methoxyquinazolin-4-yl)anuno]- IH-pjorazol- 1 -yl } acetamide; 
JV-(3-fluorophenyl)-2-(4-{[6-me1hoxy-7-(3-piperidin-l-ylpiopoxy)q 
lif-pyrazol- 1 -yl)acetamide; 

iV-(3-fluorophenyl)-2-(4- { [6-methoxy-7~(3-pyn:olidin-l-ylpropoxy)qiunazolin-4-yl]ainm 
IH-pyrazol- 1 -yl)acetaniide; 

2-[4-({ 7-[3-(diethylainino)propoxy]-6~mellioxyqmnazoUn-4-yl }aimno)^ 
(3-fluorophenyl)acetaimde; 

JV^(3-fluorophenyl)-2-(4-{[6-methoxy-7-(3-piperazin-l-yl^^ 
1/^-pyrazol-l -yl)acetamide; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[(2-hydrDxyethyl)(methyl)an^ 
methoxyquina2oUn-4-yl)amino]-liy-pyrazol-l-yl}acetamide; 
2-[4-({7-[3-(cyclopropylamino)propoxy]-6-methoxyquinazolin-4-yl}ai^ 
yl]-iV-(3-fluorophenyl)acetamide; 

2- {4-[(7- { 3-[[2-(dimethylamino)ethyl] (methyl)aimno]propoxy } ~6-methoxyquinazolin-4- 
yl)ainino]-lif-pyrazol-l-yl}-A^(3-fluorophenyl)acetamide; 
iV-(3-fluorophenyl)-2-[4-({6-methoxy-7-[3-(4-methylpiperazin-l-yl^ 
yl } amino)- lff-pyrazol-1 -yl]acetamide; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[(2/?)-2-(hydroxymethyl)pyrrolidi^ 
methoxyquinazoUn-4-yl)aimno]-l/y-pyimol-l-yl}acetami(^ 
7V-(3-fluorophenyl)-2-[4-({7-[3-(4-hydroxypiperidin-l-yl)propoxy]-6-methoxyqui^ 
yl } amino)- l£f-pyrazol- 1 -yl] acetamide; 

2-{4-[(7-{3-[>is(2-hydroxyethyl)an3ino]propoxy}-6-methoxyquinazoUn-4-yl)ami 
pyrazol- 1-yl } -iV-(3-fluorophenyl)acetamide; 

2-{4-[(7-{3-[ethyl(methyl)anuno]propoxy}-6-methoxyquinazoHn-4-yl)aniino]-l^^ 
yl }-iV-(3-fluorophenyl)acetamide; 
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2-{4-[(7-{3-[ethyl(2-hydroxyethyl)aimno]propoxy}-6-methoxyq^ 

pyrazol-l-yl}-iNr-(3-fluorophenyl)acetaimde; 

2-{4-[(7-{3-[[2-(dimethylamino)ethyl](ethyl)aiiuno]propoxy}-6-m 

yl)amino]-lH-pyrazol-l-yl}-A^(3-fluorophenyl)acetamide; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[2-(2-hydroxye1hyl)piperi(U^^ 

methoxyquinazoUn-4-yl)aiiuno]-lH-pyrazol-l-yl}acetanu^^ 

iV^-(3-fluorophenyl)-2-{4-[(7-{3-[4-(2-hydroxyethyl)piperazi^^ 

ine1hoxyquinazoUn-4-yl)ainino]-lH-pyrazol-l-yl}acetam 

2-{4-[(7-{3-[(cyclopropylme1hyl)amino]propoxy}-6-me1hoxyqim 

pyrazol-l-yl } -A^-(3-fluorophenyl)acetaimde; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[4-(2-hydroxyethyl)piperidin-l-yl]propoxy}-6^ 
methoxyquinazolin-4-yl)ainino]-l/f-pyrazol-l-yl}acetamide; 
iV-(3-fluorophenyl)-2- { 4- [(6-methoxy-7- { 3-[me1hyl(prop-2-yn^ 
yl)aimno]propoxy }quinazoUn-4-yl)amino]-l/3r-pyrazol-l-yl } acetamide; 
2.{4-[(7-{3-[aUyl(methyl)aimno]piopoxy}"6-methoxyquinazolin-^ 
yl}-A^-(3-fluorophenyl)acet:amide; 
i\^(3-fluorophenyl)-2-{4-[(7-{3-[isobutyl(methyl)aimn 
yl)aiiiino3-lJy-pyrazol-l-yl}acetamide; 

Ar<3-fluorophenyl)-2-[4-({7-[3-(3-hydroxypiperidin-l-yl)propoxy]-6-me&^ 
yl } aimno)-lH-pyrazol- l-yl]acetainide; 

//-(3-fluorophenyl)-2- { 4-[(7- { 3- [4-(hydroxymethyl)piperidin- 1-yl] 
methoxyquinazoUn-4-yl)aiiiino]-lJy-pyrazol-l-yl}acetaimde; 
iV-(3-fluorophenyl)-2-{4-[(6-methoxy-7-{3-[methyl(propyl)anm 
yl)aimno]-lH-pyrazol-l-yl}acetamide; 

2-{4-[(7-{3-[(cyclopropylmethyl)(propyl)aimno]propoxy}-6-mefe^ 

1 H-pyrazol-l-yl }-iN^(3-fluorophenyl)acetaaiide; 

2-{4~[(7-{3-[[2-(diethylainino)ethyl](methyl)amino]propoxy}-6-meth^ 

yl)amino]-lH-pyrazol-l-yl}-iV-(3~fluorophenyl)acetamide; 

2- {4-[(7- { 3-[[2-(diethylaimno)ethyl](ethyl)amino]propoxy } -6-methoxyquin^ 

yl)amino]-lH-pyrazol-l-yl}-iV-(3-fluorophenyl)acetaimde; 

iV-(3-fluorophenyl)-2-[4-({6-methoxy-7-[3-(4-methyl~l,4-diazepan-l-y0^^ 

4-yl}anuno)-lH-pyrazol-l-yl]acetamide; 
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Ar-(3-fluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(isopropyl)a^ 

methoxyquinazolin-4-yl)airdno]-l//-pyrazol-l-yl}acetainide; 

2-{4-[(7-{3-[cyclopropyl(2-hydroxyethyl)arDino]propoxy}-6-methoxyquina^^ 

Ifl-pyrazol- 1 -yl } -iV-(3-fluorophenyl)acetamide; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(2-methoxyethyl)ai^ 

methoxyquinazolin-4-yl)aimno]-lH-pyrazol-l-yl}acetam 

2-{4"[(7-{3-[cyclobulyl(2-hydroxyethyl)amino]piX)poxy}-6-metho^^^ 

l/y-pyrazol-l"yl}-7/-(3-fluoiophenyl)acetaimde; 

2-{4-[(7-{3-[(cyclopropylmethyl)(2-hydroxyethyl)anuno]propoxy}-6-^^ 

yl)amino]-lH-pyrazol-l-yl}-iV-(3-fluorophenyl)acetamide; 

2-{4-[(7-{3-[(cyclobutylmethyl)(2-hydroxye1hyl)amino]propoxy}-6-^^ 

yl)amino]-l//-pyrazol-l--yl}-iV-(3-fluorophenyl)acetainide; 

iVK3-fluorophenyl)-2-{4-[(7-{3-[(2"hydroxyethyl)(prop-2-yn-l-yl)a^ 

methoxyquinazolin-4-yl)amino]-lfl^-pyrazol-l-yl}acetaiiude 

2-{4-[(7-{3-[aUyl(2-hydroxyelhyl)amino]propoxy}-6-metho^^^ 

pyrazol-l-yl }-iV-(3-fluorophenyl)acetaimde; 

2-{4-[(7-{3-[(2,2-dimethylpropyl)(2-hydroxyethyl)aimno]pro^ 

yl)aimno]-lH-pyrazol-l-yl}-iNr-(3-fluorophenyl)acet^ 

iV-(3-fluorophenyl)-2-{4-[(7-{34(2-hydroxyethyl)(3,33-trifluoropropyD 

methoxyquinazolin-4-yl)aimno]-l//-pyrazol-l-yl}acetamide; 

2-(4-{[7-(3-azetidin-l-ylpropoxy)-6-methoxyquinazoUn-4-yl]aimno}-l^^ 

fluorophenyl)acetamide; 

2-{4-[(6,7-dimethoxyqmnazolin-4-yl)aimno]-lff-pyrazol-l-yl}-^^ 

iV<3-fluorophenyl)-2-{4-[(7-hydioxy-6-methoxyqmnazoUn-^ 

yl}acetamide; 

N-(23KJifluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(iso 
methoxyquinazolin-4-yl)aimno]-l/3r-pyrazol-l-yl } acetamide; 
iV-(23-dmuorophenyl)-2-{4-[(7-{3-[(25)-2Khydroxymethyl)pyiroUdto^ 
methoxyquinazolin-4-yl)amino] - IH-pyrazol- 1 -yl } acetamide; 
iV"(2,3-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(propyl)am 
methoxyquinazoUn-4-yl)aiiuno]-lH-pyrazol-l-yl}acetanud^ 
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//-(23-difluorophenyl)-2-[4-({7-[3-(dimethylaimno)pro^ 
yl}amino)-liy-pyrazol-l--yl]acetainide; 

iVK23-difluorophenyl)-2K4-{[6-methoxy-7-(3-piperidin-l-ylpropoxy)q 
yl] amino } - li/-pyrazol- 1 -yl)acetamide; 
5 iV-(2,3-difluorophenyl)-2-(4-{ [6-methoxy-7-(3-pyrrolidin-l-ylpropoxy)quinazolin-4- 
yl]aimno}-l/f-pyrazol-l-yl)acetaimde; 

iV^(23-difluorophenyl)-2-(4-{[6-methoxy-7-(3-piperazin-l-ylpro^ 
yl]aimno}-lH-pyrazol-l-yl)acetamide; 

^^(23-difluo^ophenyl)-2-{4-[(7-{3-[(2-hyd^oxyethyl)(methyl)M 
10 methoxyquinazolin-4-yl)aimno]-lH-pyrazol-- 1 -yl } acetamide 

2-[4-({ 7-[3-(cyclopropylaimno)propoxy]-6-methoxyquinazoUn-4-yl ^ 
yl]-iV-(2,3-difluorophenyl)acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[[2-(dimethylamino)e1h^^ 

methoxyquinazolin-4-yl)aiiiino]-li/-pyrazol-l-yl}acetamide; 
15 iV-(2,3-difluorophenyl)-2-[4-({6-methoxy-7-[3-(4-methylpi^^ 

4-yl}ainino)-lfl-pyrazol-l-yl]acetaimde; 

iV^(2,3-difluorophenyl)-2-{4-[(7-{3-[(2Z?)-2-(hydroxyme&^^ 

methoxyqmnazolin-4-yl)aii±io]-lJy-pyrazol-l-yl}acetam 

iV-(23-difluorophenyl)-2-[4-({7-[3-(4-hydroxypiperidin-l-yl)propoxy]-6-^^ 
20 4-yl}ainino)-l/f-pyrazol-l-yl]acetamide; 

2- { 4-[(7- { 3-|>is(2-hydroxyethyl)aniino]propoxy }-6-methoxyquinazoUn-4-yl)aim 

pyrazol- 1-yl } -iV-(2,3-difluorophenyl)acetamide; 

A^-(2,3-difluorophenyl)-2-{4-[(7-{3-[ethyl(methyl)ainin^ 

yl)amino]- IH-pyrazol- 1 -yl } acetamide; 
25 iV-(2,3-difluorophenyl)-2-{4-[(7-{ 3-[ethyl(2-hydroxyethyl)amino]propoxy }-6- 

methoxyquinazolin-4-yl)aimno]-lfl-pyrazol-l-yl}acetarDide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[[2-(dimethylaimno)ethy^ 

methoxyquinazolin-4-yl)aimno]-l/f-pyrazol-l-yl}acetaimde; 

A^-(23-difluorophenyl)-2-{4-[(7-{3-[2-(2-hydroxyethyl)piperidin-l-yl]propo 
30 methoxyquinazolin-4-yl)aimno]-lH-pyrazol-l-yl}acetamide; 

^'-(23-difluorophenyl)-2-{4-[(7-{3-[4-(2-hyd^oxyethyl)piperazin^ 

methoxyquinazolin-4-yl)amino]-ljF^pyrazol-l-yl}acetanude 



wo 2004/094410 



PCT/GB2004/001614 



-280- 

2-{44(7-{3-[(cyclopropylmethyl)ainino]propoxy}-6-methoxyqu^ 
pyrazol-l-yl}-iV-(2,3-difluorophenyl)acetaimde; 
A/^-(23-(Unuorophenyl)-2-{4-[(7-{3-[4-(2-hyckoxyethyl)piperidm^ 
metiioxyquinazoUn-4-yl)amino]-lH-pyrazol-l-yl}acetainide; 

5 iV-(23-dmuorophenyl)-2-{4-[(6-methoxy-7-{3-[methyl(prop-2-^^ 
yl)aimno]propoxy}qmnazoUn-4-yl)aimno]-liy-pyrazol-l-yl}acet^ 
N-(23-dffluorophenyl)-2-{4-[(7-{3-[isobutyl(methyl)ainino]p 
4-yl)aimno]-lJy-pyrazol-l-yl}acetaimde; 
iV-(23Kimuorophenyl)-2-[4-({7-[3-(3-hydroxypiperidin-l-yl^^^ 

10 4-yl}aiiiino)-lH-pyrazol-l-yl]acetaimde; 

iV-(23-difluorophenyl)-2-{44(7-{3-[4-(hydroxymethyl)piperidm^ 
methoxyquinazolin-4-yl)ainino]- l/?-pyrazol- 1 -yl } acetamide; 
/\^-(23-difluorophenyl)-2-{4-[(6-methoxy-7-{3-[methyl(propyl)a^ 
yl)aimno]-lH-pyrazoH-yl}acetamide; 

15 2-{4-[(7-{3-[(cyclopropylmethyl)(propyl)amino]propoxy}-6-metho 
lH-pyrazol-l-yl}-iV-(2,3-difluorophenyl)acetainide; 
2-{4-[(7-{3-[[2-(diethylamino)ethyl](methyl)aixiino]pr^^ 
yl)aimno]-lH-pyrazol-l-yl}-iV-(23-difluorophenyl)acetam 
2-{4-[(7-{3-[[2-(diethylaimno)ethyl](ethyl)aniino]propoxy}-6-m^^ 

20 yl)amino]-li/-pyrazol-l-yl}-iV-(23-difluorophenyl)acetaimde; 

iV-(2,3-difluorophenyl)-2-[4-({ 6-methoxy-7-[3-(4-methyl-l ,4-diazepaii-.l- 
yl)propoxy]quinazoUn-4-yl}amino)-liy-pyra2ol-l-yl]acetann 
iV^(23-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(i^^^ 
methoxyquinazolin-4-yl)amino]-lH-pyrazol-l-yl}acet^ 

25 2-{4-[(7-{3-[cyclopropyl(2-hydroxyethyl)amino]propoxy}-6-methoxyquinM^ 
IH-pyrazol-l-yl} -i\^(23-difluorophenyl)acetaimde; 
N-(23-difluorophenyl)-2-{4-[(7-{3-[(2-hydioxyethyl)(2-methoxyeti^^^ 
methoxyqmnazoUn-4-yl)amino]-lH-pyrazol-l-yl}ace1mnide; 
2-{4-[(7-{3-[cyclobutyl(2-hydroxyethyl)ainino]propoxy}-6-methoxyquin^^ 

30 l/f-pyrazol-l-yl }-iV-(2,3-difluorophenyl)acetainide; 

2-{4-[(7-{3-[(cyclopropylmethyl)(2-hydroxyethyl)amino]pro^ 
yl)aimno]-lH-pyrazol-l-yl}-iN^(23-difluorophenyl)aceta^ 
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2-{4-[(7- { 3-[(cyclobutylmethyl)(2-hydroxyethyl)aimno]propoxy } -6-methoxyquinazolin-4- 

yl)amino]-lH-pyrazol-l-yl}-iV-(23Kiifluorophenyl)acetaim 

ArK2,3-difluorophenyl)-2-{4-[(7-{3-[(2-hy(koxyethyl)(prop-2-yn-l-^^^ 

methoxyqmnazolin-4-yl)aiiiino]-lfl-pyrazol-l-yl}acetamide; 

2-{4-[(7-{3-[allyl(2-hydroxyethyl)amino]propoxy}-6-methoxyquinazolin-^ 

pyi:azol-l-yl}-iVK23-difluorophenyl)acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2,2-dimethylpropyl)(2-h^ 

methoxyqmnazoUn-4-yl)a3aadno]-lH-pyrazol-l-yl}acetam 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(33,3-M^ 

6-methoxyquinazoUn-4-yl)aimno]-l/f-pyrazol-l-yl}acetamide; 

JV-(23-ciifluorophenyl)-2-{4-[(7-{2-[(2R)-2-(hydroxymethyl)py^^ 

methoxyqmnazolin-4-yl)amino]- IH-pyrazol-l-yl } acetamide; 

^^-(23-difluorophenyl)-2-(4-{[7-(2-{4-[2-(2-hydroxyethoxy)ethyl]piper^^ 

methoxyquinazoUn-4-yl]amino}-lH-pyrazol-l-yl)ace1aim 

JV-(23-dmuorophenyl)-2-{4-[(7-{2-[2-(hydroxymethyl)pi^^ 

methoxyqiiinazolin-4-yl)amino]- 1/f-pyrazol- 1 -yl } acetamide; 

iN^.(23-difluorophenyl)-2-{4-[(7-{2-[(2-hydroxy-l,l-dimethyleA^^ 

methoxyqumazoUn-4-yl)ajtiiino]-lH-pyrazol-l-yl}acetaim 

iV-(23-<fifluorophenyl)-2-{4-[(7-{2-[4-(2-hydroxyethyl)piperazin-l-^^^ 

inethoxyquinazolin-4-yl)ainino]- IH-pyrazol- 1 -yl } acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{2-[(fran5^-4-hydroxycyclohexyl)amin^ 

methoxyquinazolin-4-yl)amino]- l/f-pyrazoH-yl }acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{2-[3-(hydroxymethyl)piperidin- 

methoxyquinazolin-4-yl)amino]-ll?-pyrazol--l-yl}acetamide; 

iV-(2,3-difluorophenyl)-2-(4-{ [7-(2-{ [l-(hydroxymethyl)cyclopen 

methoxyquinazolin-4-yl]amino}-lfl-pyrazol-l-yl)acetainide; 

7/-(2,3-difluorophenyl)-2-{4-[(7-{2-[4-(3-hydroxypropyl)piperazin-l-^^^ 

methoxyquinazolin-4-yl)amino]-lH-pyrazol-l-yl}acetamide; 

2-{4-[(7-{2-[cyclohexyl(2-hydroxyethyl)amino]ethoxy}-6-methoxyquinazoUn-4-yl)^ 
l/f-pyrazol-l-yl}-A^(2,3-difluorophenyl)acetamide; 
A^-(23-difluorophenyl)-2-{4-[(7-{2-[(2-hydroxyethyl)(propyl)amino]eA^ 
methoxyqiiinazolin-4-yl)amino]-lfl-pyra2oH-yl}acetamide; 
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A^-(23-dmuorophenyl)-2-{4-[(7-{2-[(3-hydroxy-2,2-diethylpropyl)a^ 

methoxyquinazoUn-4-yl)aiiiino]-l£r-pyrazol-l-yl}acetaimde; 

iV-(23-dmuorophenyl)-2-[4-({6-methoxy-7-[2-(tetrahydrcK2ff-py^ 

ylamino)ethoxy]quinazoUn-4-yl}anuno)-lJ¥-pyrazol-l-yl]acetaim 

2-{4-[(7-{2-[cyclobutyl(2-hydroxyethyl)aimno]ethoxy}-6-meA^ 

lif-pyrazol-l-yl}-iV^(2,3-difluorophenyl)acetaimde; 

JV-(23-difluorophenyl)-2-{4-[(7-{2-[(2-hydroxyethyl)(^^ 

yl)aimno]ethoxy}-6-methoxyquinazolin-4-yl)amino]-ljff-p^ 

^^<23-<fifluo^ophenyl)-2-{4-[(7-{2-[(25)-2-(hydroxyme&^^ 

methoxyqumazoUn-4-yl)aniino]-l/f-pyrazol-l-yl}acetaimde; 

iV^-(23-dmuorophenyl)-2-{4-[(7-{2-[(2/?)-2K2-hydroxyethyl)piperi 

methoxyquinazolin-4-yl)amino] - 1/f-pyrazol- 1 -yl } acetamide; 

^^-(2,3-dmuorophenyl)-2-{4-[(7-{2-[(25)-2-(2-hyd^oxyethy0^^ 

methoxyqmnazoUn-4-yl)ainino]-l/r-pyrazol-l-yl}acetamide; 

Ar-(23-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(propyl^ 

yl)aiiiino]-l/jr-pyrazol-l-yl}acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(isobutyl)am 
yl)ainino]- Ifl-pyrazol- 1 -yl } acetamide; 

N<23-difluorophenyl)-2-{4-[(7-{3-[(25)-2-(hydroxymethyl)pyrroli^^^ 

yl]propoxy}quinazoUn-4-yl)amino]-lH-pyrazol-l-yl}acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(22?)-2-(hydroxymethyl)pyn^^ 

yl]propoxy}quinazoUn-4-yl)aimno]-lH-pyrazol-l-yl}acetamide; 

2-{4-[(7-{3-[cyclopentyl(2-hydroxyethyl)aimno]propoxy}qidnazoUn-^ 

1 -yl } -iV-(2,3-difluorophenyl)acetamide; 

A^-(23-difluorophenyl)-2-{4-[(7-{3-[ethyl(2-hydroxyeAyl)aim 

yl)ammo]-lJy-pyrazol-l-yl}acetamide; 

iV-(2,3-difluorophenyl)-2-{4-[(7-{3-[4-(2-hydroxyethyl)piperazin-l-yl]propo 
yl)amino] - 1 //-pyrazol- 1 -yl } acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[4-(hydroxymethyl)pipeiidin-l-yl]pr^^ 
yl)amino]-l/]r-pyrazol-l-yl }acetamide; 
iV-(2,3-difluorophenyl)-2-{4-[(7-{3-[(3-hydroxy-l,l- 

dimethylpropyl)amino]propoxy}quinazx)Un-4-yl)amino]-lH-pyrazol-l-yl}acetam 
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2-{4-[(7-{3-[(2-<:yanoethyl)(2-hydroxyethyl)aimno]propoxy}qum 
pyrazol-l-yl}-iV-(2,3-difluorophenyl)acetamide; 
//-(23-difluorophenyl)-2-(4-{[7-(3-morphoHn-4-ylpropoxy)quin^^^ 
pyrazol- l-yl)acetamide; 
5 iV-(2,3-difluorophenyl)-2-{4-[(7-{3-[(3-hydroxy-2,2- 

dimethylpropyl)amino]propoxy}quinazoUn-4-yl)aimno]-lH^^ 

JV-(23-dmuorophenyl)-2-{4-[(7-{3-[(3-hycfroxypropyl)amino]pr^^^ 

yl)aimno]-lH-pyrazol-l-yl}acetamide; 

iV-(2,3-difluorophenyl)-2-{4-[(7-{3-[(3-hydroxypropyl)^ropyl)am 
10 yl)aniino]-lJy-pyrazol-l-yl}acetemide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[ethyl(3-hydroxypropyl)aim 
yl)ainino] - lif-pyrazol- 1 -yl } acetamide; 

iV-(2,3-difluorophenyl)-2-{4-[(7~{3-[4-(2-hydroxyethyl)-3-oxopipe^ 
yl]propoxy}quinazoUn-4-yl)aimno]-lif-pyrazol-l-yl}acetamide; 
15 iV-(23-difluorophenyl)-2-[4-({7-[3-(propylamino)propoxy]qmnazo^^ 
pyrazol- l-yl]acetamide; 

iV-(23-difluorophenyl)-2-(4-{[7-(3-piperazin-l-ylpropoxy)q 
pyrazol- 1 -yl)acetamide; 

7S^(23-difluorophenyl)-2-{4-[(7-{3-[glycoloyl(propyl)aimno]propoxy}qum 
20 yl)aiiuno]-lfl-pyrazol-l-yl}acetamide; 

iV-(23-difluorophenyl)-2-[4-({7-[3-(4-glycoloylpiperazin-l-yl)prop^^^ 

yl }aimno)-lJy-pyrazol-l-yl]acetainide; 

iV-(2,3-difluorophenyl)-2-(4-{ [7-(3-{ [trans-l- 

(hydroxymethyl)cyclohexyl]ainino}propoxy)quinazolin-4-y 
25 yl)acetaimde; 

A^<2,3-difluorophenyl)-2-{4-[(7-{3-[(lo;5ci;6^-^-(hydrox^^ 

yl]propoxy }quinazoUn-4-yl)amino]- li?-pyrazol-l-yl } acetamide; 

iV-(23-difluorophenyl)-2-(4-{ [7-(3-{ [(2/?)-2~hydroxypropyl]anuno}pro 

yl] amino } - l/f-pyrazol- 1 -yl) acetami de ; 
30 iV~(2,3-difluorophenyl)-2-(4-{ [7-(3-{ [(15)-2-hydroxy-l- 

methylelhyl]amino}propoxy)qmnazoUn-4-yl]amino}-lJy-pyrazol-l-^^^ 
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iV-(2,3-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxy-l,l- 
dimethylethyl)amino]propoxy}quinazoUn-4-yl)a]i^ 
iV-(23-<lifluorophenyl)-2-{4-i(7-{3"[(2,3-<iihy<koxypropyl)a 
yl)amino] - IH-pyrazol- 1 -yl } acetamide; 
5 iV-(2,3-difluorophenyl)-2-(4-{ [7-(3- { [2-(2-hydroxyethoxy)ethyl]amino }propoxy)quinazolin-4- 
yl]amino } -lH-pyrazoH-yl)acetainide; 

2«[4-({7-[3-(4-acetylpiperazin-l-yl)propoxy]qmnazoUn-4-yl}ain^ 
di£luorophenyl)acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(te1rahydrofura^ 
10 4-yl)aimno]- IH-pyrazol- 1-yl } acetamide; 

2-[4-({ 7-[3-(allylaiiiino)propoxy]quinazolin-4-yl } amino)-lH-pyrazol- l-yl]-N-(2,3- 
difluorophenyl)acetainide; 

iV-(2,3-difluorophenyl)-2-(4-{ [7-(3-{ [l-(hydroxymethyl>2- 
methylpropyl]amino}propoxy)quinazolin-4-yl]ainino}-lH-^ 

15 iV-(2,3-difluorophenyl)-2-(4-{ [7-(3-{ [(5-methyUsoxazol-3- 

yl)methyl]aimno}propoxy)qidnazoUn-4-yl]ainino}-lH-pyrazol-l-^^^ 

iS^(23-difluorophenyl)-2-[4-({7-[3-(tetrahydro-2H-pyran-4-ylaiidno)^^ 
yl}amino)-lH-pyrazol-l-yl]acetaimde; 
iV^-(23-dmuorophenyl)-2-{4-[(7-{3-[(3S>3-(hydroxymet^^^ 
20 yl]propoxy}qumazoUn-4-yl)aniino]-lH-pyrazol-l-yl}acetaim 

//-(23-difluorophenyl)-2-(4-{[7-(3-hydroxypropoxy)quinazoUn-4-yl]am 
yl)acetainide; 

2-(4-{ [7-(3-aiiunopropoxy)qiiinazoUn-4-yl]aimno }-lH-pyr^^ 
difluorophenyOacetanude; 

25 iV^-(23-difluorophenyl)-2-{4-[(7"{3-[(2S,4R)-4-hydroxy-2-(h^ 
l]propoxy}quinazoUn-4-yl)aniino]-lH-pyrazol-l-yl}acetamide; 

iV-(2,3-difluorophenyl)-2-{4-[(7-{2-[(3-hydroxy-2,2- 
dimethylpropyl)aiiiino]ethoxy}quinazoUn-4-yl)aimno3-li^^ 

2-{4-[(7-{2-[cyclohexyl(2-hydroxyethyl)ajmno]ethoxy}quinazolm 
30 yl}-iV-(2,3-difluorophenyl)acetamide; 
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2-[4-({7-[2-(cyclopropylaiiimo)ethoxy]quinazolin-4-yl}ani^ 
difluorophenyl)acetainide; 

2-[4-({7-[2-(cyclobutylamino)ethoxy]quina2oUn-4-yl}amino)-li^^ 
difluorophenyl)acetainide; 

iV^(2,3-difluorophenyl)-2-[4-({7-[2-(tetrahydro-2H-py^ 
yl } ainino)-lfl^-pyi:azol- l-yl]acetaniide; 

2-[4-({7-[2-(cyclopentylainino)ethoxy]quinazolin-4-yl}amino)-lH^ 
difluorophenyl)acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{2-[(2-hydroxyethyl)(tetrahydro-2H^^ 
yl)ainino] ethoxy } quinazolin-4'yl)aimno] - li?-pyrazol- 1 -yl } acetamide; 
2-{4-[(7-{2-[cyclopentyl(2-hydroxyethyl)amino]ethoxy}quinazoUn-4-^^^ 

1- yl } -iV-(2,3-di£luorophenyl)acetamide; 
iV-(23-difluorophenyl)-2-{4-[(7-{2-[(2/J)-2-(hydroxymeA^^ 
yl]ethoxy}quinazoUn-4-yl)amino]-lif-pyrazol-l-yl}acetanii(^ 

2- {4-[(7-{2-[cyclopropyl(2-hydroxyethyl)ainino]ethoxy}quinazoUn-^ 
1 -yl } ~iV-(2,3-difluorophenyl)acetaimde; 

2-{4-[(7-{2-[cyclobutyl(2-hydroxyethyl)aimno]ethoxy}quinazolin-4-yl)am 
yl } -iV-(2,3-difluorophenyl)acetaiiiide; 

2-{4-[(7-{2-[cyclopentyl(3-hydroxypropyl)amino]ethoxy}qmnazolm 

1- yl}-iV-(2,3-difluorophenyl)acetaniide; 

2- {4-[(7-{2-[cyclopentyl(glycoloyl)amino]ethoxy}quinazoUn-4-yl)anu 
iV-(2,3-difluorophenyl)acetaimde; 

iV-(23-difluorophenyl)-2-{4-[(7-{2-[(35)-3-(hydroxymethyl)-4-^^ 
yl]ethoxy }quinazolin-4-yl)amino]-ljfif-pyrazoH-yl } acetamide; 
iV-(2,3-difluorophenyl)-2-{4-[(7-{2-[(2S)-2-(hydroxymelhyl)pyrro 
yl]ethoxy}quinazolin-4-yl)amino]-lH-pyrazol-l-yl}acetamide; 
iV-(2,3-difluorophenyl)-2-{4-[(7-{2-[(2/?)-2-(hydroxymethyl)-4-met^^^ 
yl]ethoxy}quinazolin-4-yl)amino]-lif-pyrazol-l-yl}ace1^^ 
iV-(23-difluorophenyl)-2-{4-[(7-{2-[4-(hydroxymethyl)piperi 
yOamino]- Ijy-pyrazoH-yl } acetamide; 

iV-(2,3-difluorophenyl)-2-{4-[(7-{2-[4-(2-hydroxyethyl)piperidin-l-^^^ 
yl)amino]- 1-ff-pyrazol- 1 -yl } acetamide; 
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iV-(2,3-dmuorophenyl)-2-{4-[(7-{2-[(2-hydroxyethyl)ai^ 
lH-pyrazol-l-yl}acetainide; 
iV-(2,3-difluorophenyl)-2-(4-{ [7-(2-{ [tranS'l- 
(hydroxymethyl)cyclohexyl]ainino}etiioxy)qmnazolin-4-yl]anu 

5 yl)acetamide; 

iV-(2,3-dmuorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)anM 

IH-pyrazol-l -yl }acetaniide; 

//-(2,3-difluorophenyl)-2-(4-{ [7-(3-pyrroUdin-l-ylpropoxy)quinazoUn-4-yl]aimno }-lH- 

pyrazoH-yOacetamide; 
10 iNr-(23-difluorophenyl)-2-{4-[(7-methoxyquinazolin-^^ 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(tetrahyd^^ 

yl)amino]propoxy } qviinazolin-4-yl)amino] - IH-pyrazol- 1 -yl } acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2R)-2-(2-hydroxyethyl)piperi^^ 

yl]propoxy}qmnazoUn-4-yl)amino]-lH-pyrazol-l-yl}acetainide; 
15 ^^-(23-difluorophenyl)-2-{4-[(7-{3-[(2S)-2-(2-hydroxyeth^^ 

yl]propoxy}quinazoUn-4-yl)amino]-lH-pyrazol-l-yl}acetamide; 

iV^(2,3-difluorophenyl)-2-{4-[(7-{3-[(2R)-2-(hydroxymethyl^ 

yl]propoxy}quinazoUn-4-yl)amino]-lH-pyrazol-l-yl}acetaimde; 

^^-(23-difluorophenyl)-2-{4-[(7-{3-[(3S)-3-(hydroxymethyl)-4-meto^^ 
20 yl]propoxy } quinazolin-4-yl)aimno] - IH-pyrazol- 1 -yl } acetamide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2R)-2-(hydroxymethyl)mo^^ 

yl]propoxy}qxiinazoUn-4-yl)amino]-lH-pyrazol-l--yl}acetamide; 

iVK23-difluorophenyl)-2-{4-[(7-{3-[(3S)-3-(hydroxymethyl)m^ 

yl]propoxy}quinazolin-4-yl)amino]-lH-pyrazol-l-yl}acetam 
25 iV-(23-difluoix)phenyl)-2-[4-({7-[3-(glycoloylamino)piopoxy]qm^ 

pyrazol-l-yl]acetamide; 

iVK3-fluorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)(propyl)aim 
yl)aimno]-li?-pyrazol-l-yl }acetaimde; 

2-{4-[(7-{3-[ethyl(2-hydroxyethyl)aimno]propoxy}quinazoUn-4-yl)a^ 
30 iV-(3-fluorophenyl)acetamide; 

iV-(3-fluorophenyl)-2-{4-[(7-{3-[(2/?>2-(hydroxymethyl)py^ 
4-yl)amino]-l/f-pyrazol-l-yl}acetamide; 
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Ar-(3-fluorophenyl)-2-{4-[(7-{3-[4-(hydroxymethyl)piperi^ 
yl)anuno]-lH-pyrazol-l-yl}acetamide; 

iV-(3-fluorophenyl)-2- { 4- [(7- { 3"[(3-hydroxy- 1 , 1 -dimethylpropyl)am 
4-yl)amino]- l/f-pyrazol- 1 -yl } acetamide; 
5 A^-(3-fluorophenyl)-2-{4-[(7-{3-[2-(2-hydroxyethyl)piperidin-l-yl]pro^ 
yl)amino]-lif-pyrazoH-yl}acetamide; 
iV^(3-fluorophenyl)-2-{4-[(7-{3-[4-(2-hydroxyethyl)piperazi^^ 
yl)amino]-lff-pyrazol-l-yl }acetaimde; 
iV-(3-fluorophenyl>2-{4-[(7-{3-[(2-hydroxyethyl)(teirah^ 
10 yl)aimno]propoxy}quinazoHn-4-yl)amino]-lif-pyrazol-l-yl}a^ 

A^(3-fluorophenyl)-2-(4- { [7-(3-morphoUn-4-ylpropoxy)quinazolin-4-yy 
l-yl)acetairdde; 

iV-(3-fluorophenyl)-2- [4-( { 7-[(25)-pyrrolidin-2-ylmethoxy]quinazolin-4-yl } amino)-lJy- 
pyrazol-l-yl]acetaimde; 

15 iV-(3-fluorophenyl)-2-{4-[(7-{ [(2S)-l-(2-hydroxyethyl)pyrroUdin-2-yl]methoxy}quinazoUn-4- 

yl)aimno]-lH-pyrazol-l-yl}acet:amide; 

A^-(3-fluorophenyl)-2-{4-[(7-{[(2S)-l-glycoloylpyrroUdin-2-^^^ 

yl)aimno]-lfl-pyrazoH-yl }acetaimde; 

iV-(3-fluorophenyl)-2-(4-{[7-(pyrroUdin-3-ylmethoxy)quin 
20 yl)acetainide; 

N- (3-fluorophenyl)-2- { 4- [(7- { [ 1 -(2-hydroxyethyl)pyrrolidin-3 -yl]methoxy } quinazolin-4- 
yl)amino]-l/f-pyrazol- 1 -yl } acetamide; 

iV-(3-fluorophenyl)-2- [4-( { 7-[(l -•glycoloylpyn:olidin-3-yl)methoxy]quinazolin-4-yl } amino)- 

li2-pyrazol-l-yl]acetainide; 
25 iV-(3-fluorophenyl>2-.{4-[(7-{3-[(2-hydroxyethyl)(2- 

methoxyethyl)ainino]propoxy}quinazolin-4-yl)amino]-l/y-py^ 

7V^(3-fluorophenyl)-2-{4-[(7-hydroxyquinazoUn-4-yl)amino]-lH-p3^ 

iV-(2-Huorophenyl)-2-{4-[(7-{3-[(2i?)-2-(hydroxymethyl)py^ 

4-yl)ainino] - liS-pyrazol- 1 -yl } acetamide 
30 2-{4-[(7-{3-[ethyl(2-hydroxyethyl)amino]propoxy}quinazoUn-4-yl)amino 

iV-(2-fluorophenyl)acetainide; 
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2.{4-[(7-{3-[(2/?)-2-(hydroxymethyl)pycroUdin-l-yl]^^ 
pyrazol-l-yl}-iV-phenylacetaimde; 

2- {4-[(7-{ 3-[ethyl(2-hydroxyethyl)amino]propoxy }quinazoUn-4-yl)aim 

iV-phenylacetamide; 
5 iV-(2,6-dmuorophenyl)-2-{4-[(7-{3-[(2i?)-2-(hydroxy^^ 

yl]pn)poxy}qumazoUn-4-yl)anuno]-lH-pyrazol-l-yl}ace1a^ 

2-{4-[(7-{3-[ethyl(2-hydroxyethyl)aimno]propoxy}-6-fluoroqiunazol^ 

pyrazol- 1 -yl } -iV^-(3-fluorophenyl)acetamide; 

2-{4-[(7-{3-[(cyclopropylmetfayl)(2-hydroxye1hyl)amino]p^^ 
10 yl)amino]-lH-pyrazol-l-yl }-iV-(23-<fifluorophenyl)acetamide; 

iV-(2,3-difluorophenyl)-2-{4-[(6-fluoro-7-{3-[(2- 

hydroxyethyl)(propyl)amino]propoxy }quinazolin-4-yl)aimno] - li/-pyrazol-l-yl } acetamide; 

iV-(23-difluorophenyl)-2-{4"[(6-fluoro-7-{3-[(2/?)-2-(hydroxym 

yl]propoxy}qumazolin-4-yl)amino]-l/f-pyrazol-l-yl}acetainid^ 
15 2-{4-[(7-{3-[cyclopentyl(2-hydn)xyelliyl)aimno]propoxy}-^-fluoroqm^ 

lH-pyrazol-l-yl}-iV-(2,3KJifluorophenyl)acetamide; 

2-{4-[(7-{3-[bis(2-hydroxyethyl)amino]propoxy}-5-isopropoxyquina2oto^ 

pyrazol-l-yl}-iS^(2,3-difluorophenyl)acetaiiiide; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[(2/?)-2-(hydroxymethyl)pyCT 
20 isopropoxyquinazoUn-4-yl)airdno]-lJy-pyrazol-l-yl }acetaimde; 

iV-(23-difluorophenyl)-2-{4-[(7-{3-[4-(2-hydroxyethyl)piperazin-l-yl]propoxy}-5- 

isopropoxyquinazolin-4~yl)aniino] - Ifl-pyrazol- 1-yl } acetamide; 

iV^(23-difluorophenyl)-2-(4-{[5-isopropoxy-7-(3-piperazin-l-ylpropoxy)quinM^ 

yl]amino } -lfl-pyrazoH-yl)acetamide; 
25 iV^(23-dmuorophenyl)-2-{4-[(7-{3-[(25)-2-(hydroxymeth^^ 

isopropoxyquinazolin-4-yl)amino]-lif-pyrazol-l-yl}acet^^ 

iN^(23-dmuorophenyl)-2-{4-[(7-{3-[(2-hydroxyethyl)amino]propox^ 

isopropoxyquinazolin-4-yl)aimno] - Ifl-pyrazol- 1 -yl } acetamide; 

iV-(2,3-difluorophenyl)-2-[4-( { 7- [3-(4-glycoloylpiperazin- 1 -yl)propoxy]-5- 
30 isopropoxyquinazolin-4-yl}ainino)-l//-pyrazol-l~yl]acetamide; 

A^-(2,3-difluorophenyl)-2-{4-[(7-{3-[(2iJ)-2-(hydroxymethyl)pyi^ 

methoxyquinazoUn-4-yl)amino]-lJy-pyrazol-l-yl}acetam 



wo 2004/094410 



PCT/GB2004/001614 



-289- 

iV-(23-difluorophenyl)-2-{4-[(5J-dime1hoxyquinazol^ 
yl}acetainide; 

A^(23-difluorophenyl)-2-{4-[(5-hydroxy-7-me1hoxyquinazoUn-4-yl)ami^^^ 
yl}acetamide; 

iV-(23-difluorophenyl)-2-[4-({7-methoxy-5-[(2/?)-pyiroUdin-2-ylm 
yl } ainino)-ljff-pyrazol-l-yl]acetaraide; 
iV-(23-difluorophenyl)-2-{4-[(5-{[(22?)-l-glycoloylpyiToli^^ 
methoxyqmnazolin-4-yl)aimno]-ljff-pyrazol-l-yl}ace1^^ 
Ar-(23-difluorophenyl)-2-{4-[(5-{ [(22?)-l-(iV^-d^ 
methoxyquinazolin-4-yl)airiino]-lff-pyrazol- 1 -yl } acetamide; 
iVK23-difluorophenyl)-2-{4-[(5-{[(2/?)-l-(2-hydroxyethyl)pyr^^ 
methoxyquinazolin-4-yl) amino] - liy-pyrazol- 1 -yl } acetamide ; 

iV-(23-difluorophenyl)-2- {4-[(5-methoxyquinazoHn-4-yl)amino]-li/-py^ } acetamide 

^-(23-di£luorophenyl)-2-{4-[(5-fluoroquinazoUn-4-yl)amino]-lH-pyrazol-l-yl}ac 
iV-(3-fluorophenyl)-2-(4-{ [7-methoxy-6-(3-moipholin-4-ylpropoxy)quinazolin-4-yl]amino }- 
lfl-pyrazol-l-yl)acetamide; 

iV-(3-fluorophenyl)-2-[4-({7-methoxy-6-[(l-methylpyrroUdin-3-yl^^ 
yl}amino)-l/f-pyrazol-l-yl]acetamide; 

7V-(3-fluorophenyl)-2-(4-{[7-metfaoxy-6-(2-morphoUn-4-ylethoxy)quina2oUn^ 
IH-pyrazol- 1 -yl)acetamide; 

2-(4-{[6J-bis(2-methoxyethoxy)quinazoUn-4-yl]amino}-l-ff-pyrazol-l-yl)-iV-(2,3-- 
difluorophenyl)acetamide; 

i\^(3-fluorophenyl)-2-{4-[(6-hydroxy-7-methoxyqiunazoUn-4-yl)amino^ 
yl}acetamide; 

4-((l-(2-((23-difluorophenyl)amino)-2-oxoethyl)-li/-pyrazoI-4-yl)am 
methylpiperidn-4-yl)methoxy)quinazolin-6-yl benzoate; 
iV-(23-difluorophenyl)-2-(4-((6-hydroxy-7-((l-methylpiperidin-4-yl)me&^ 
yl)amino)- IH-pyrazol- 1 -yl) acetamide; 

l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-4-[(7-{3-[(2-hydroxyethyl)(2- 

methoxyethyl)amino]propoxy}-6-methoxyqtunazoUn-4-yl)aimno]-lif-pyrazole^ 

carboxamide; 
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1- {2-[(3-fluorophenyl)aimno]-2-oxoelhyl}-4-[(7-{3-[(2S)-2-(hy^^ 
yl]propoxy } -6-methoxyquinazolin-4-yl)amino] - li?-pyrazole-3-carboxamide; 

2- { 3-(acetylamino)-4-[(7- { 3- [(2/?)-2-(hydroxymethyl)pyrroUdin^ 
yl)aniino]-lH-pyrazol-l-yl}-Ar-(3-fluorophenyl)acetamide; 

ethyl l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-4-[(7-{3-[(2/?)-2-(hyd^^ 
l-yl]propoxy}qiunazolin-4-yl)aimno]-ljff-pyra2ole-3-carboxylate; and 

1- {2-[(3-fluorophenyl)ainino]-2-oxoe1hyl}-4-[(7-{3-[(2R)-2-(hydr^^ 
yl]propoxy}quinazoUn-4-yl)airiino]-ljff-pyrazole-3-carboxylic acid; 
or a salt, ester or prodrug thereof. 

17. A compound of formula (lA) selected from: 

24[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-m-pyrazol-4-yl)a^ 
methoxyquinazolin-7-yl}oxy)propyl](propyl)amino]ethyl dihydrogen phosphate; 
{(25)-l-[3-({4-[(l-{2-[(23-dmuorophenyl)amino]-2-oxoethyl}-lH-pyra^^^ 
methoxyqumazolin-7-yl}oxy)propyl]pyrrolidin-2-yl}methyl dihydrogen phosphate; 
{(2iS)-l-[3-({4-[(l-{2-[(3-fluorophenyl)anuno]-2K)xoethyl}-l/f-pyrM^^ 
methoxyquinazolin-7-yl}oxy)propyl]pyrrolidin-2-yl}methyl dihydrogen phosphate; 

2- {ethyl[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-l/^-pyrazoM^ 
methoxyquinazolin-7-yl}oxy)propyl]amino}ethyl dihydrogen phosphate; 
{(2/?)-l-[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-lH-pyrazol-4-yD 
methoxyquinazolin~7-yl}oxy)propyl]pyrrolidin-2-yl}methyl dihydrogen phosphate; 
2-[[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lif-pyrazol-4-yl) 
methoxyquinazolin-7-yl}oxy)prDpyl](2-methoxyethyl)amino]ethyl dihydrogen phosphate; 
{(25)-l-[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lH-py^ 
yl)amino]quinazolin-7-yl}oxy)propyl]pyrrolidin-2-yl}methyl dihydrogen phosphate; 
{(2R)-l-[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lH-pyrazol^ 
yl)aniino]quinazolin-7-yl}oxy)propyl]pyrrolidin-2-yI}methyl dihydrogen phosphate; 
{(2/?>l-[3-({4-[(l-{2-[(2,3-difluorophenyl)amino]-2-oxoethyl}-l£r-pyrazoM^^ 
methoxyquinazolin-7-yl}oxy)propyl]pyrrolidin-2-yl}methyl dihydrogen phosphate; 
2-[[3K{4-[(l-{2-[(2,3-difluorophenyl)amino]-2-oxoethyl}-m-pyrazol-4-yl)an^ 
methoxyquinazolin-7"yl}oxy)propyl](ethyl)anuno]ethyl dihydrogen phosphate; 
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2-[[3-({4-[(l-{2-[(2,3-difluorophenyl)amino]-2-oxoethyl}-ljff-pyrazoM^ 
7-yl}oxy)propyl](propyl)amino]ethyl dihydrogen phosphate; 

2-{ cyclobutyl[3-({4-[(l-{ 2-[(23-difluorophenyl)amino]-2-oxoethyl }-l/^-pyrazol^ 

6- methoxyquinazolin-7-yl } oxy)propyl] amino } ethyl dihydrogen phosphate; 

5 2-{cyclobutyl[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-lZf-pyra2ol-4-y^^ 
methoxyquinazolin-7-yl}oxy)propyl]amino}ethyl dihydrogen phosphate; 
2-[[3-({4-[(l-{2-[(3-fluorophenyl)aniino]-2-oxoethyl}-liy-pyrazol-^ 
niethoxyqmnazolin"7-yl}oxy)propyl](2-methoxyethyl)amino]ethyl dihydrogen phosphate; 
2-[[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-lJy-pyrazol-4-yl)aiiim 

10 yl}oxy)propyl](propyl)aimno]ethyl dihydrogen phosphate; 

2-{4-[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-l/f-pyrazol-4- 
yl)aniino]quina2ohn-7-yl}oxy)propyl]piperazin-l-yl}ethyl dihydrogen phosphate; 

2- {ethyl[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-l^r-pyrazol-4- 
yl)ainino]quinazolin--7'-yl}oxy)propyl]arnino}ethyl dihydrogen phosphate; 

15 2-[[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lJy-pyrazol-4-yl)a^ 

7- yl}oxy)propyl](ethyl)amino]ethyl dihydrogen phosphate; 

3- {[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-lH-pyra2ol-4-yl)amino]qm^ 
yl}oxy)propyl]amino}-3-methylbutyl dihydrogen phosphate; 

3-{ [3-({4-[(l-{ 2-[(2,3-difluorophenyl)amino]-2-oxoethyl}-lif-pyrazol-4- 
20 yl)amino]quinazolin-7-yl}oxy)propyl]ainino}-3~methylbutyl dihydrogen phosphate; 

{(2i?)-l-[3-({4"[(l-{24(3-fluorophenyl)annno]-2-oxoethyl}-l//-pyrazol-4^ 

yl)amino]quinazolin-7-yl}oxy)propyl]pyrrolidin-2"yl}methyl dihydrogen phosphate; 

2-{4-[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-l//-pyrazol-4-yl)amino]quina^ 

7-yl}oxy)propyl]piperazin-l-yl}ethyl dihydrogen phosphate 
25 3-{ [3-({4-[(l-{2-[(2,3-difluorophenyl)amino]-2-oxoethyl}-lif-pyrazol-4- 

yl)amino]quinazolin-7-yl}oxy)propyl]amino}propyl dihydrogen phosphate; 

2-{[3-({4-[(l-{2-[(2,3-difluorophenyl)anuno]-2-oxoethyl}-liy-pyrazol-4- 

yl)aniino]quinazolin-7-yl}oxy)propyl]amino}ethyl dihydrogen phosphate; 

2- [[3-({4-[(l-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-lH-pyrazol-4-yl)aniino]quinazohn^ 
30 yl } oxy)propyl] (2-methoxyethyl)anMno]ethyl dihydrogen phosphate; 

3- [[3-({4-[(l-{2-[(23-difluorophenyl)aniino]-2-oxoethyl}--lH-pyrazol-4-yl)^^ 
7-yl}oxy)propyl](ethyl)amino]propyl dihydrogen phosphate; 
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3- [[3-({4-[(l-{2-[(2,3-difluorophenyl)aimno]-2-oxoethyl}-lH-py^ 
7-yl}oxy)propyl](propyl)aniino]propyl dihydrogen phosphate; 
2-[[3-({4-[(l-{2-[(23-<Muorophenyl)ainino]-2-oxoethyl}-lif-pyr^ 
7-yl}oxy)propyl](propyl)ainino]-2-oxoethyl dihydrogen phosphate; 

5 2-{4-[3-({4-[(l-{2-[(2,3-difluorophenyl)anuno]-2-oxoethyl}-lJ7-pyrazol^^^ 

yl)aimno]quinazoUn-7-yl } oxy)propyl]piperazin- 1 -yl } -2-oxoethyl dihydrogen phosphate; 
{(2/?)-l-[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lH^^ 
fluoroquinazolin-7-yl}oxy)propyl]pyrroUdin-2-yl}inethyl dihydrogen phosphate; 

4- ((l-(2-((23-<lifluorophenyl)amino)-2-oxoethyl)-lff-pyrazol-4-^^^ 
10 methylpiperidin-4-yl)me1hoxy)quinazolin-6-yl dihydrogen phosphate; 

{(2/f)-l-[3-({4-[(l-{2-[(23-^fluorophenyl)aimno]-2-oxoethyl}-l/^-py^ 
isopropoxyquinazolin-7-yl}oxy)propyl]pytrolidin-2-yl}methyl dihydrogen phosphate; 
2-{4-[3-({4-[(l-{2-[(2,3-difluorophenyl)amino]-2-oxoethyl}-l//-pyrazoM^ 
isopropoxyquinazolin-7-yl}oxy)propyl]piperazin-l-yl}ethyl dihydrogen phosphate; 

15 2-{ [3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-li/-pyrazol-4-yl)am 
isopropoxyquinazolin-7-yl}oxy)propyl]anuno}ethyl dihydrogen phosphate; 
{(2/?)-l-[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-l//-pj^ 
inethoxyquinazolin-7-yl}oxy)propyl]pyrrolidin-2-yl}niethyl dihydrogen phosphate; 
{(2/J)-l-[2-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-l//-p^ 

20 methoxyquinazolin-7-yl}oxy)ethyl]pyrrolidin-2-yl}methyl dihydrogen phosphate; 
{(25)-l-[2-({4-[(l~{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lJ/-pyrazol-4-^^^ 
methoxyquinazoUn-7-yl}oxy)ethyl]pyrrolidin-2-yl}Daethyl dihydrogen phosphate; 
2-[[2-({4«[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-l/?-pyrazol-4-yl)aniino] 
methoxyquinazolin-7-yl}oxy)ethyl](tetrahydro-2H-pyran-4-yl)an^ dihydrogen 

25 phosphate; 

2-{4-[3-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-lH-pyrazol-^ 
yl)anuno]qinazolin-7-yl}oxy)propyl]-2-oxopiperazin-l-yl}ethyl dihydrogen phosphate; and 
2-[[2-({4-[(l-{2-[(23-difluorophenyl)amino]-2-oxoethyl}-l/f-pyrazol-4-yl^ 
7-yl}oxy)ethyl](tetrahydro-2H-pyran-4-yl)amino]ethyl dihydrogen phosphate; 
30 or a salt or ester thereof . 



18. A compound according to any one of the preceding claims for use as a medicament. 
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19. The use of a compound according to any one of claim 1 to 17, in the preparation of a 
medicament for the treatment of a disease where the inhibition of one or more Aurora 
kinase(s) is beneficial. 



20. The use according to claim 19 where one or more Aurora kinase(s) are Aurora- A 
kinase and/or Aiurora-B kinase. 

2 1 . The use of a compound according to any one of claims 1 to 1 7, in the preparation of a 
10 medicament for the treatment of colorectal, breast, Ixmg, prostate, bladder, renal or pancreatic 

cancer or leukaemia or lymphoma. 

22. A pharmaceutical composition comprising a compound as defined in any one of claims 
1 to 17, or a pharmaceutically acceptable salt, ester or prodrug thereof, in association with a 

15 pharmaceutically acceptable diluent or carrier. 

23. A method of treating a human suffering from a hypeiproliferative disease, comprising 
the steps of adnMuistering to a person in need of such treatment a therapeutic amount of a 
compound as defined in any one of claims 1 to 17. 



24. A process for the preparation of a compound according to claim 1 or a 
pharmaceutically acceptable salt, ester or prodmg thereof, which process comprises reacting a 
compound of formula (H) 



5 



20 




25 



where L is a suitable leaving group and R 
compound of formula (m) 
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(m) 

wherein and R^^ are as defined in claim 1 

in the presence of hydrochloric acid in dioxane under an inert atmosphere, 
5 and thereafter if necessary: 

i) converting a compoxmd of the formula (I) into another compound of the formula (I); and/or 

ii) removing any protecting groups; and/or 

iii) forming a salt, ester or prodrag thereof 



10 25. A process for the preparation of a compound according to claim 2 or a 

pharmaceutically acceptable salt thereof, which process comprises phosphorylation of a 
compound according to claim 1, followed by deprotection of the phosphate group to yield a 
compoimd according to claim 2. 



15 



